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This International Search Report consists of a total of _ 

| ] It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a 



With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



b. With regard to any nucleotide and/or ammo acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| | contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



[ | Certain claims were found unsearchable (See Box I). 
f)C| Unity of invention is lacking (see Box II). 



4. With regard to the title, 

|~X~| the text is approved as submitted by the applicant. 

| [ the text has been established by this Authority to read as follows: 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
' — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



| | as suggested by the applicant. [X] None of the figures. 

| | because the applicant failed to suggest a figure. 

j | because this figure better characterizes the invention. 
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Box 1 Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 




This International Search Report has not been established in respect of certain claims under Article 1 7{2)(a) for the following reasons: 

1 . | | Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

2. | | Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 




Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 


This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 

1 - I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
1 1 searchable claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | 1 As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 1 covers only those claims for which fees were paid, specifically claims Nos.: 

4. | y 1 No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

1-26 and claims 34-35 partially 

Remark on Protest j J The additional search fees were accompanied by the applicant's protest. 

[ | No protest accompanied the payment of additional search fees. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-26 and claims 34-35 partially 



1.1. Claims: 1-5, and claims 7-14, 18-26, 
and 34-35 partially 

A method for the expression of a recombinant protein 
of interest, said method comprising: a) culturing a 
host cell which expresses: i) one or more genes 
encoding the recombinant protein of interest; ii) at 
least two genes encoding proteins selected from the 
group consisting of the chaperone proteins GroEL, 
GroES, DnaK, DnaJ, GrpE, ClpB and their homologs under 
conditions suitable for protein expression and b) 
separating said recombinant protein of interest from 
the host cell culture 



1.2. Claims: claim 6 and claims 7-14, 18-26, 
34-35 partially 

A method for the expression of a recombinant protein 
of interest, said method comprising: a) culturing a 
host cell which expresses: i) one or more genes 
encoding the recombinant protein of interest; ii) one 
or more genes encoding proteins selected from the 
group consisting of the chaperone proteins GroEL, 
GroES, DnaK, DnaJ, GrpE, ClpB and their homologs and 
iii) one or more genes encoding proteins selected from 
the group consisiting of the small heatshock proteins 
of the IbpA family and/or the IbpB family and /or 
their homologs b) separating said recombinant protein 
of interest from the host cell culture 



1.3. Claims: 15 and claims 17-26, 34-35 partially 

A method for the expression of a recombinant protein 
of interest, said method comprising: a) culturing a 
host cell which expresses: i) one or more genes 
encoding the recombinant protein of interest; ii) at 
least two genes encoding proteins selected from the 
group consisting of the chaperone proteins GroEL, 
GroES, DnaK, DnaJ, GrpE, ClpB and their homologs under 
conditions suitable for protein expression and b) 
Imposing a block in protein synthesis once a desired 
level of recombinant protein of interest has 
accumulated and, c) separating said recombinant protein 
of interest from the host cell culture 



1.4. Claims: claims 16 and claims 17-26, 34-35 partially 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



A method for the expression of a recombinant protein 
of interest, said method comprising: a) culturing a 
host cell which expresses: i) one or more genes 
encoding the recombinant protein of interest; ii) at 
least two genes encoding proteins selected from the 
group consisting of the chaperone proteins GroEL, 
GroES, DnaK, DnaJ, GrpE, ClpB and their homologs under 
conditions suitable for protein expression and b) 
Imposing a reduction in gene transcription once a 
desired level of recombinant protein of interest has 
accumulated andc) separating said recombinant protein 
of interest from the host cell culture 



2. Claims: 27-33 and claims 34-35 partially 

A method for increasing the degree of refolding of a 
recombinant protein of interest, said method comprising 
adding a composition containing a chaperone protein to a 
preparation of the recombinant protein of interest in vitro. 



3. Claims: 36-40 

The use of one or more proteins selected from the group 
consisting of the chaperone proteins GroEl , GroES, DnaK, 
DnaJ, GrpE, ClpB, and their homologs, and one or more genes 
encoding proteins selected from the group consisting of the 
small heatshock proteins of the IbpA family and/or the IbpB 
family and /or their homologs, in the manufacture of a 
medicament for the treatment of disease in which the 
presence of aggregated proteins are implicated. 
A method of treating a patient suffering from a disease in 
which the presence of aggregated proteins is implicated, 
comprising admi ni starting one or more of said genes or 
proteins 



Please note that all inventions mentioned under item 1, although not 
necessarily linked by a common inventive concept, could be searched 
without effort justifying an additional fee. 
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C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category ° 


Citation of document, with indication, where appropriate, of the relevant passages 
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|X | Patent family members are listed in annex. 


° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority daim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 


T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone i 

"V document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"&" document member of the same patent family 
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